In spite of intensive research in recent decades, the causative factors of type 1 diabetes remain unknown. To some extent the disease is genetically influenced, and mostly by certain MHC types. However, 90% of patients with type 1 diabetes have no first-degree relatives, and the pairwise concordance rate for monozygotic twins is \30% [1] . In any event, type 1 diabetes is a disease in which the environment plays a major role [2] . So far, the real factor(s) involved are still unknown, but many are put forward from time to time.
In this issue of the journal, you can read the paper by McNamee et al. [3] , which found weak evidence of increased risk of type 1 diabetes in children who had neonatal jaundice (OR 1.14; 95% CI 0.99-1.32; P = 0.07), with some evidence of heterogeneity (I 2 = 53%, P = 0.01). The authors conclude that jaundice caused by blood group incompatibility or requiring phototherapy may be associated with a greater increase in type 1 diabetes risk and deserves further study.
Several papers have been published on this topic (neonatal factors associated with an increased risk of type 1 diabetes), most of which have been evaluated by two metaanalyses [4, 5] . The first found that increased birth weight is associated with childhood onset, equivalent to a 7% increase in risk for every 1,000 g in weight [4] , and the second reported that caesarean section increases the risk by around 20% [5] . A more recent paper provides formal confirmation that the risk of childhood onset diabetes increases with maternal age: 5% for each 5 years of age [6] .
Why should neonatal jaundice influence the risk of diabetes in children? There is much speculation, but the main explanation is that blood group incompatibility may be the most important factor, together with the practice of phototherapy, used to treat the more severe cases of jaundice, which may itself be a risk factor. An increased frequency of the DR3 allele was observed also in patients with AB0 incompatibility when compared to healthy controls [7] . In their study, Berzina et al. [7] observed that patients with type 1 diabetes had a significantly higher frequency of DR3, DQ2, DR4 and DQ8 alleles when compared to healthy controls, while no significant difference was observed in frequency of DR3 between AB0 blood group incompatibility and type 1 diabetes patients, leading to the conclusion that DR3 is associated with both the development of type 1 diabetes and ABO incompatibility. This might be the reason for increased risk of childhood diabetes in patients with neonatal jaundice, often due to AB0 incompatibility.
The truth is that the rise of childhood type 1 diabetes remains largely unexplained [8, 9] , and possibly, it is not the only kind of diabetes affecting young patients. Indeed, we are accustomed to diagnosing type 1 diabetes whenever we treat a child with 'high blood sugar levels', as if hyperglycaemia in children always means type 1 diabetes, overlooking the existence of many other forms of diabetes that do not require insulin, for example, monogenic diabetes, mitochondrial diabetes or type 2 diabetes in adolescents [10] .
For many years, a differential diagnosis of hyperglycaemia in children has been difficult because of the lack of suitable diagnostic tools: specific autoantibodies, molecular biology techniques, genetic mapping, etc. In the last two decades, an explanation of the pathogenic mechanisms of most forms of hyperglycaemia in children clearly demonstrated that not all of them are due to type 1 diabetes.
We have attempted to better define differential diagnosis. On the one hand, papers like the one by McNamee et al. [3] help us to better understand the pathogenic cause of type 1 diabetes. On the other hand, we need to open our minds so we are able to identify further clues.
